
AprU 139 1953 

Dr. K. hther 
Depmbnmt of C)enrtlm 
The Unitrersity, Edgbaarton 
BirminH 15, En#larri 

Dear M&hart 

I am moved to write now pertly in reoolleotfon of our very pleasant 
and (to me) frulWil aorresponden~e of e&x years ago, but prltnrarily from 
the provocation of Ii888 bc lbka t reuent paper in P&00. Roy. 3043. on the 
ptrcrhaniam of nualear adjustment in heterokdlryona. It 888lm to wb they 
have negleated the met likely posaiblU.Q, namely that hyphae with dUYeri.ng 
r ties 
wt 

of nualei ara produaed by randoa fluctuationa, and that those hyphae 
th the moat &ptiVe ratioa proliferate the fasts8 t. I am writing to you, 

a8 their professor, beaauae I am mm4 cronf5dent (from past experience) of 
being able to aommuniaate with you. 

Since the linkage analysis, for your help on which I u&&in indebted, 
E. aoll. genetioa seema to have roved into greater and @eater complexity. 
Deepite doma current apewl.ations, hmmr, there irr fairly explloit evideme 
that any 8l;iminatlona of gemstic ccxnponenta are poet-aygotic. Por exa@e, 
there have been mally diploid heteroaygoba w&h, though defjloient ln the 
Mel-S sepnt, ham recreived 4he Ual allele from one parent, the S fro& the 
otJlsr (e.g.the Mel+ $8 of W&e 6A in pllr 1931 CSH paper). %are is still no 
factual avidems (despite cronkrarg speculation, again) that any egente other 
then inteot cell8 function in E, coli reoombtration, and we have some hopers 
(and evm 801~) auggemtive appeamnuea) from oytologice3. atudiesr In progrclaa. 
I do not eee how selective rclcoverp of prototrophe aan play an appreciable 
role ln distorting sagmqatlon rattos. Despite minor imronaieteneiee, which 
era, by the way Lee8 eppreciable than the variance for repUaationa of-e&- 
a given cross [which Bailey 888~ to have overlooked 1, the ratiols from reverm 
aroaaee are in too good agreement. Qoae winor discrepancies my result frola 
coiapethttive auppreraion, but we have never aeon it in r8aon8truation qerinrsnta, 
The aonditione under which moat workera have studied reverae mutation in 
becrteria and Newoppora, and their explicit experiments not elwaya mentioned 
in print, make it unlikely that their raaulfia are aerioualy question8bl8. 
HowepBr, there ww a tim when 9 wae snq>hrrsizing (perhaps overly) the a me 
point a~~elf, e.g. Heredity,2:162 if. ‘48. 

With beat regtwds frown Mrs. L&&erg, 

Sincerely, 

Jo$hua Lederberg 
[Aaaoaiaht Professor of Osnetica f --‘---+ 


